gluten induces abnormalities in the proximal small intestine? But to the child with coeliac disease, and his parents, the most important questions are: For how long must a gluten-free diet be continued? What are the dangers of breaking the diet? Of course, our present inability to answer the coeliac patient's questions with accuracy is a direct result of being unable to answer the questions posed by the research worker.
In the absence of knowledge of the basic aetiology of coeliac disease, working definitions have been proposed that themselves affect management. To an eminent adult gastroenterologist 'coeliac disease is an abnormal jejunal mucosa that responds morphologically to a gluten-free diet'.' This is too general a definition for a paediatrician to use because it would include conditions of transient gluten intolerance that affect young infants. 2 In 1969, members of the (then) European Society for Paediatric Gastroenterology3 proposed that coeliac disease is a permanent condition of gluten intolerance; a gluten-free diet will allow complete recovery of the intestinal mucosal lesion, and gluten reintroduction (a 'challenge') will produce a mucosal relapse. In the ensuing discussions, it was suggested indirectly that mucosal relapse after challenge should occur within 2 years. This definition has been influential in determining the management of coeliac children in Europe.4 It introduced the importance of considering the response of the patient to gluten with time. But it may have overstated or oversimplified the facts.
Is coeliac disease permanent?
No series of coeliac patients has been followed and re-examined throughout life, and therefore permanence has not been proved. There is much evidence to suggest that gluten intolerance is persistent. In several studies in which coeliac children have been re-examined after years on a normal gluten-containing diet, there are an impressive number of clinical lesions and symptoms, particularly anaemia and growth retardation. [5] [6] [7] In one study8 the patients had few symptoms, but each one in whom the original diagnosis was supported by intestinal biopsy had an abnormal intestinal mucosa when re-examined. Do coeliac patients respond uniformly to reintroduction of gluten?
In series of treated coeliac children who were given relatively large (10-20 g ) doses of gluten each day9-'0 histological relapse was found within 3 to 6 months in 50-77 % of cases. In the studies of Hamilton and McNeill" 2 25 g gluten daily produced mucosal relapse in only 25% after 6 These data, together with the studies of 'neglected' coeliac disease described above, all argue that the potential responsiveness of the coeliac mucosa to gluten persists, although the speed and perhaps the extent of the response may vary.
Recent evidence from workers in Paris'5 suggests that the mucosal responsiveness may vary from time to time. Three French girls, who had early clinical findings entirely compatible with coeliac disease, responded rapidly to a gluten-free diet. Later gluten challenge (physician-planned or patientinspired) produced the typical histological lesions of coeliac disease when the three girls were 4j to 10 years old. Gluten was continued for 5-12 years. At age 15-17 years their intestinal mucosas were virtually normal.
Spontaneous clinical improvement of childhood coeliac disease in adolescence was recognised before the advent of a gluten-free diet.16 The above cases suggest that mucosal healing can also take place in certain patients although gluten is being ingested. It remains to be seen whether these girls will subsequently show a further histological relapse. If they do not relapse, they will resemble the pattern of temporary intolerance,'7 but with a very prolonged period of sensitivity. If they do relapse histologically, they will have upset many working 110
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definitions used at present, and will indicate that latency can exist in the mucosal response to gluten in some cases at some times. Does the (untreated) mucosal lesion of coeliac disease predispose to malignancy?
There is a statistically greater incidence of intestinal malignancy, particularly lymphoma and reticulumcell sarcoma, in adults with coeliac disease. [18] [19] [20] Pretreatment for one year with a gluten-free diet does not decrease the incidence of new cases.21 However, it is not known whether coeliac patients, on a strict gluten-free diet from childhood, will later have an increased incidence of malignancy.
Summary and conclusions
In coeliac disease gluten sensitivity is persistent and may well be permanent. Its manifestations, including the severity pf the gluten-inducible enteropathy, may vary in individual cases, and perhaps from time to time, but there are no means currently available to predict these responses. The safest advice to our child patients with coeliac disease must be to adhere to a gluten-free diet indefinitely.
The present data on malignancy cannot be applied to a population of childhood coeliacs. If paediatricians choose to use the unknown risk of malignancy as an extra reason for encouraging compliance with a gluten-free diet, they should do so in the knowledge that the case is not proved.
The real clinical need is to maintain or re-establish contact with those coeliac children, often teenagers, who default from the clinic or who insist on returning to a gluten-containing diet. They may have undetected health problems, but even if not, their restudy may have much to teach us about gluten sensitivity. Meanwhile the search continues for the 'cause' of coeliac disease. 
